SUPPLEMENTARY METHODS
supplemented with the proteasome inhibitor MG132, protease and phosphatase inhibitors. After centrifugation and removal of the cytoplasmic fraction, the chromatin pellets were re-suspended in cold SDS lysis buffer (1% SDS, 10 mM Tris HCl, pH 8) supplemented with protease and phosphatase inhibitors and sonicated (20 seconds, 50 cycles, 70% amplitude, Bandelin Sonoplus).
Whole cell extracts for Western blot analysis were prepared by re-suspending the pellets in cold SDS lysis buffer (1% SDS, 10 mM TrisHCl, pH 8) supplemented with protease and phosphatase inhibitors.
Sonication was performed with a Bandelin Sonoplus homogenizer for 20 seconds (50 cycles, 70% amplitude).
Protein concentration was determined by the Lowry assay: 3 µl samples were diluted in 97 µl H2O and incubated for 10 minutes with 1 ml of a 50:1 mixture of Solution A (2% Na2CO3 in 0.1 N NaOH) and Solution B (0.5% CuSO4 . 5H2O in 1% sodium citrate). 100 µl of a Folin&Ciocalteau's phenol reagent (Sigma) diluted (1:2) in H2O were added and the mixture was incubated for 30 minutes at RT.
Absorbance was measured at 750 nm (Varian-Cary 50 Scan spectrophotometer) and protein concentration was calculated according to a BSA standard curve. 30 µg protein were resuspended in Loading Buffer (5x, 0.25 M Tris pH 6.8, 50% glycerol, 8% SDS, 0.5 mM DTT, 0.1% bromphenol blue), incubated for 5 minutes at 95°C and separated on 4-15% precast polyacrylamide gels (BioRad), or according to size, 6% polyacrylamide gels, using the Mini for 30 minutes at RT before incubation with primary antibodies overnight at 4°C. After three washings with TBS-T, the incubation with secondary antibodies (horseradish peroxidase (HRP)-conjugated sheep anti-mouse or donkey anti-rabbit IgG, GE Healthcare) was performed for 1 h at RT. The membranes were incubated for 1 minute with WesternBright™ Chemiluminescent Detection Reagent (Advansta) (800 µl H2O mixed with 200 µl of both reagents) after three washings in TBS-T. The protein signals were detected by Fusion Solo (Vilber Lourmat).
The following antibodies were used: BRCA1 (Rabbit, dilution 1:500, Santa Cruz sc6954); Lamin B1 (Rabbit, dilution 1:1000, Abcam ab16048); MYH (Mouse, 1:333, Abcam ab55551); OGG1 (Rabbit, dilution 1:500, Abcam ab124741). RAD51 (Rabbit, dilution 1:1000, Santa Cruz sc293); RNaseH2A (Rabbit, 1:1000, GeneTex, GTX85020). HRP-conjugated secondary anti-mouse and anti-rabbit antibodies (GE Healthcare) were used at a dilution of 1:5000.
Pulsed field gel electrophoresis (PFGE)
PFGE was performed as described previously (1) . Briefly, cells were transfected with siRNA in 6-well plates, re-seeded into 10 cm dishes 48 hours after transfection and treated the day after with 10 μM olaparib for 24 hours. Cells were then harvested by trypsinization and agarose plugs were generated containing 250'000 cells/plug. Quantifications were performed using ImageJ software, and graphs generated using GraphPad Prism. 
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